1589 primary MoM THA in 1363 patients, follow-up -60 months • Complications observed more frequently in women:
Risk factors for aseptic loosening following THA MacInnes et al., Recent Advances in Arthroplasty, published to provide an early, accurate, and noninvasive diagnosis of these undesired outcomes as well as help design interventions to prevent some of these complications, especially AL. -Plasma level of multiple biomarkers in THA patients with prosthetic AL were elevated compared to healthy controls and .
• 57 German Caucasian patients with revision for aseptic loosening after THA • T393C polymorphism in GNAS1, the gene coding for the stimulatory Gas subunit, a ubiquitous AMPdependent G-protein contributing to bone physiology • Gas/cAMP pathways are involved in: parathyroid hormone-mediated osteoblastogenesis; bone disorders such as McCune-Albright syndrome, Albright hereditary osteodystrophy, and functional defects of osteoblasts; -IL6 activation in osteoblasts, macrophages and osteoclasts.
• FEMALES: median time to aseptic loosening was not significantly associated with single T393C genotypes, but it was longer in TT carriers compared to TC+CC genotypes (P = 0.022). • MALES: the CC carriers had longer time to loosening than TC and TT carriers (P = 0.018, P = 0.023), and the CC genotype showed a more than 11-fold lower risk of loosening, with a hazard ratio of 0.088 (95% CI: 0.02-0.50; P =0.006).
•
Compared with T393 homozygous males (reference group), heterozygous patients had a 6.25-fold lower risk with a hazard ratio of 0.160 (95% CI: 0.04-0.71; P =0.016).
• T393C polymorphism may have gender-dependent effects on the aseptic loosening after THA. More favorable prognosis is suggested for males with CC-genotype and females with TT-genotype.
The C-allele of the GNAS genetic variance (rs7121) could have co-modifying effect on the obesity and aseptic loosening in female patients with THA Hahn S, Frey UH, Siffert W, Tan S, Mann K, Janssen OE. The CC genotype of the GNAS T393C polymorphism is associated with obesity and insulin resistance in women with polycystic ovary syndrome. Eur J Endocrinol. 2006, 155:763-70 .
•Case control study of 278 German women with poly cystic ovary syndrome and 820 controls.
•The C allele of the GNAS1 polymorphism T393C (rs7121) was associated with a higher mean body weight, a higher BMI and a higher indices of insulin resistance compared to women without a C allele.
Individual susceptibility to periprosthetic osteolysis is associated with altered patterns of innate immune gene expression in response to pro-inflammatory stimuli. Gordon et al. J Orthop Res. 2010; 28(9) :1127-35. (UK) See also Gordon's publications on SNP analysis in hip arthroplasty (Gordon et al. 2008, ref.61, from MacInnes' Risk factors for asept loos., not found) Abstract Susceptibility to osteolysis after total hip arthroplasty (THA) varies between individuals. We examined whether patients susceptible to osteolysis (group I, n = 34 subjects) after cemented Charnley THA have quantitatively different innate immune responses to pro-inflammatory stimuli versus patients without this susceptibility (group II, n = 28 subjects) at a mean of 14 years after primary surgery. Extracted peripheral blood mononuclear cells were stimulated for 3 h using endotoxin (LPS, 100 ng/mL), endotoxin-stripped titanium particles (Ti) or endotoxin-stripped particles with adherent LPS added-back (TI + LPS). Subjects returned 1 week later and the experimental protocol was repeated. Assays for mRNA induction for interleukin (IL)-1alpha, IL-1beta, IL-1Ra, IL-6, IL-10, IL-18, and tumor necrosis factor (TNF) were made using quantitative real-time PCR. Although baseline levels of mRNA expression were slightly lower in group I, inducibility of mRNA expression was markedly greater in group I versus group II for all cytokines in response to LPS or Ti + LPS, and for IL-1alpha in response to Ti (P < 0.05). LPS or Ti + LPS stimulation also resulted in an increase in the IL-1/IL-1Ra mRNA ratio in group I versus group II (P < 0.05). mRNA induction was highly reproducible between subject visits (r > 0.7, P < 0.001). Osteolysis-susceptible patients show repeatable, quantitatively different patterns of innate cytokine gene expression in response to pro-inflammatory stimuli versus THA patients who do not display this susceptibility. These innate immune differences may contribute to the variation in osteolysis-susceptibility observed clinically between individuals.
Suggestion: development of in vitro diagnostic/prognostic test for early detection and monitoring of the proinflammatory immune response based on cytokine production in hip transplant patients

